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(PREVIOUSLY PRESENTED) A compound of formula I: 



or stereoisomers or pharmaceutical^ acceptable salts thereof, wherein: 
M is absent or selected from CH 2 , CHR 5 , CHR 1 3, CR"<3Rl3 f and CR5R13- 
Q is selected from CH 2 , CHR 5 , CHR13, cr13r13, and C r5r13 ; 

J. K, and L are independently selected from CH 2 , CHR 5 , CHR<3, 
CR 6 R 6 and CR 5 R 6 ; 

with the provisos: 

1 ) at least one of M, J, K, L, or Q contains an R 5 ; and 

2) when M is absent, J is selected from CH 2 , CHR 5 , CHR 1 3, 

and CR5R13; 

E is -(CRma^CRSRlO)^; 
Y is selected from: 
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Z is selected from C(0)R3 S(0) 2 R3, C(0)OR3 C(0)NR2r3, 

C(=NR1)NR2R3, C(=CHCN)NR2R3, C(=CHN0 2 )NR2r3 C (=C(CN) 2 )NR2r3 and 
(CR'R')t-phenyl substituted with 0-5 R 1 5; 

R'. at each occurrence, is selected from H, Cl . 6 alkyl, C 2 ^ alkenyl, C 2 . 8 alkynyl, (CH 2 ) r C 3 _6 
cycloalkyl, and (CH 2 ) r phenyl substituted with Rise. 

R1 is selected from H, Cl 6 alkyl, C3-6 cycloalkyl, OH, CN, and (CHzWhenyl; 

R2 is selected from H, d_ 8 alkyl, C 2 . e alkenyl, C 2 . 8 alkynyl, (CH 2 ) r C 3 ^ cycloalkyl, and a 
(CH 2 )r-C3. 10 carbocyclic residue substituted with 0-5 R2a ; 

R2a, at each occurrence, is selected from alkyl, C 2 ^ alkenyl, C 2 -8 alkynyl, (CH^Qu 
cycloalkyl, CI, Br, I, F, (CF 2 )rCF 3 , N0 2l CN, (CH 2 ) r NR2b R 2b (CH 2 )rOH. (CH 2 ) r OR2c, 
(CH 2 )rSH, (CH 2 ) r SR2c (CH 2 )rC(0)R2b (CH 2 ) r C(0)NR2b R 2b i (CH 2 ) r NR2b C (0)R2b, ' 
(CH2)rC(0)OR2b, (CH 2 ) r OC(0)R2c > (CH 2 )rCH(=NR2b)NR2bF>2b 
(CH 2 ) r NHC(=NR2b) N R2b R 2b (CH 2 ) r S(0) p R2c (CH 2 ) r S(0) 2 NR2b R 2b 
(CH 2 ) r NR2bS(0) 2 R2c and (CH 2 ) rP henyl; 

R2b at each occurrence, is selected from H, C^ alkyl, C 3 . 6 cycloalkyl, and phenyl; 

R2c at each occurrence, is selected from alkyl, C 3 . 6 cycloalkyl, and phenyl; 

R3 is selected from a CR3' R 3" r 3" (CRS^Yc^q carbocyclic residlJe Subsfjtuted ^ 0 _ 5 r15 
and a (CRS^ys.-jo membered heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R 1 5 ; 

R 3> and R3", at each occurrence, are selected from H, C^ 
alkyl, (CH 2 ) r C 3 .e cycloalkyl, and phenyl; 

R 4 is absent; 
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R5 is selected from a (CRW^wo carbocyclic residue substituted with 0-5 Rie ar ,d a 

(CRS'rSVmo membered heterocyclic system containing 1-4 heteroatoms selected from 
N, 0, and 5, substituted with 0-3 R™; 

R 5 ' and R5\ at each occurrence, are selected from H, Ci_6 
alkyl. (CH 2 )rC3.6 cycloalkyl, and phenyl; 

R6 at each occurrence, is selected from d-4 alkyl, C 2 . 8 alkenyl, c 2 _ e alkynyl, (CH2*C*w 
cycloalkyl, (CF 2 ) r CF 3 , CN, (CH^Rfe*". (CH 2 ) r OH, (CH 2 ) r OR6b (CH^SH, 
(CH 2 ) r SR6b (CHz^OJOH, (CH 2 ) r C(0)R6b (CH 2 ) r C(0)NR6a R 6a* r (CH 2 )rNR6dc(0)R6a 
(CH 2 ) r C(0)OR6b (CH 2 )rOC(0)R6b (CH 2 ) r S(0)pR6b, (CH 2 ) r S(0) 2 NR6aR6 a - j 
• (CH2) r NR6ds(0) 2 R6b, and (CH 2 )tphenyl substituted with 0-3 R6c ; 

R6a and R^', at each occurrence, are selected from H, C^e 

alkyl, C3. 6 cycloalkyl, and phenyl substituted with 0-3 R 6c ; 

R 6b , at each occurrence, is selected from d-e alky], 
cycloalkyl, and phenyl substituted with 0-3 R6c ; 

R 6c , at each occurrence, is selected from Ci_6 alkyl, cycloalkyl, CI. F, Br, I, CN, N0 2 , 
(CF 2 ) r CF 3( (CH 2 ) r OC 1 . 5 alkyl, (CH 2 ) r OH, (CH 2 ) I SC 1 .5 alkyl, and (CH 2 ) r NR 6d R 6d ;' 

R 6d , at each occurrence, is selected from H, C^e alkyl, and C3-6 cycloalkyl,- 

R 7 is selected from H, d. 8 alkyl, C 2 _a alkenyl, C 2 -8 alkynyl, (CH 2 ) q OH, (CH 2 ) q SH. <CH 2 ) q OR 7d 
(CH 2 ) q SR7d, (CH 2 )qNR 7a R 7a ', (CH^OOH, (CH 2 ),C(0)R7b (CH 2 ) r C{0)NR7a R 7a' i 
(CH 2 ) q NR7aC(0)R7a, (CH 2 )rC(0)OR7b (CH 2 ) q OC(0)R7b (CH 2 ) q S(0) p R7b 
(CH 2 ) q S(0) 2 NR7a R 7a', (CH 2 ) q NR7a S (0) 2 R7b haloalkyl, a (CHzH^q carbocyclic 
residue substituted with 0-3 R7c and a (CH 2 ) r 5-10 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-2 R 7 * 

R7a and R7a', at each occurrence, are selected from H, d. 6 alkyl, C2-8 alkenyl, C 2 . 8 alkynyl. 
(CH 2 ) r C3^ cycloalkyl, a (CH^r-Cs-io carbocyclic residue substituted with 0-5 R 7e , and a 
(CH 2 ) r 5-10 membered heterocyclic system containing 1-4 heteroatoms selected from N, O, 
and S, substituted with 0-3 R7e ; 

.4. 
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R , at each occurrence, is selected from Cl . 6 alkyl, C^ alkenyl, C 2 _ 8 alkynyl, a (CH 2 ) r C 3 ^ 
carbocyclic residue substituted with 0-2 R7* and a (CH 2 )rS* membered heterocyclic 
system containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-3 R7e ; 

R7c at each occurrence, is selected from alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyl, (CH 2 >rC 3 . 6 

cycloalkyl, CI, Br, I, F. (CF 2 ) r CF 3l N0 2 , CN, <CH 2)r NR7f R 7f (C H 2 ) r OH, (CH 2)r OC^ alkyl 
(CH 2 ) r SC 1 ^ l alkyl, (CH 2 ),C(0)OH, (CH 2 >C(0)R7b (CH 2 )rC(0)NR7f R 7f 
(CH 2 ) r NR7f C {0)R7a, (CH^OPC^ alkyl. (CH 2 ) r OC(0)R7b (CH 2 ) r C(=NR7f)NR7f R 7f 
(CH 2 ) r S(0) pR 7b (CH 2 ) r NHC(=N R 7f) NR 7fR7f <CH 2)r S(0) 2 NR7fR7f <CH 2 ) r NR7f S <0) 2 R7b 
and (CH 2 ) r phenyl substituted with 0-3 R 7e; 

R7d at each occurrence, is selected from d-e alkyl substituted with 0-3 R 7e, a | ken y|, alkynyl, and 
a C3_i 0 carbocyclic residue substituted with 0-3 R 7c ; 

R7e at each occurrence, is selected from d-6 alkyl, Cz-a alkenyl, Gz-a alkynyl. C 3 -e cycloalkyl, CI, 
F. Br, I, CN, N0 2 , {CF^rCFg. (CHzJrOd-S alkyl, OH, SH, (CH^d-g alkyl 
(CH 2 ) r NR7fR7f f and (CH^henyl; 

R 7f , at each occurrence, is selected from H, d-5 alkyl, and C 3 -e cycloalkyl; 

R 8 is selected from H, d_ 6 alkyl, C 3 ^ cycloalkyl, and (CH 2 ) t phenyl substituted with 0-3 R8a ; 

R8a, at each occurrence, is selected from C1-6 alkyl. C 2 . 8 alkenyl, C 2 . 6 alkynyl, C 3 ^ cycloalkyl, CI, 

F, Br, I, CN, N0 2 , (CF 2 )rCF 3 , (CH^rOC^ alkyl, OH, SH. (CH 2 )rSCi^ alkyl. 
(CH 2 ) r N R 7fR7f ) and {CH 2 ) r phenyI; 

alternatively, R 7 an d r8 join to form C 3 . 7 cycloalkyl, or =NR 8 b; 

R8b is selected from H, d-6 alkyJ, C 3 -6 cycloalkyl, OH, CN, and 
(CH 2 ) r phenyl; 

R9 R* Rio, RH.RH'.RlSandR^areH; 
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R 3 at each occurrence, is selected from C M alkyl, C 2 _ 8 alkenyl, C 2 _8 alkynyl, C 3 . 6 cycloalkyl 
(CF 2)w CF 3 , (CH a ) q NRl3a R 13a- (C H 2 ) q OH, (CH 2 ) q ORl3b (CH2)qSH( (CH^RlSb 
(CH 2 )wC(O)0H, (CH 2 ) w C(0)Rl3b (CH^QOJNR^aRlSa', (CH z ) q NRl3d C ( 0 )Rl3a 
(CH 2 VC(0)O R 13b, (CH 2 ) q OC(0)Rl3b, (CH 2 )wS(0)pRl3b (CH^OfcNRlSaR^ [ 
(CH 2 ) q NRl3d S(0 ) 2 Rl3b i and (CH^phenyl substituted with 0-3 Rl3c. 

Rl3a and Rl3a', at each occurrence( are from H ^ ^ ^ ^ 

substituted with 0-3 r13c ; 

R 13 b t at each occurrence, is selected from C1-6 alkyl, C3.6 
cycloalkyl, and phenyl substituted with 0-3 Rl3c ; 

R13C at each occurrence, is selected from Ci. B alkyl, C 3 ^ cycloalkyl, CI, F. Br. I, CN, N0 2 , 
(CF 2 )rCF 3 , (CH 2 )rOC t ^ alkyl, (CH 2 ) r OH, (CH 2 )rSCi. 5 alkyl. and (CH 2 )rNRl3dRi3d ; 

R 1 3d at each occurrence, is selected from H, alkyl, and C 3 ^ cycloalkyl; 

R 15 , at each occurrence, is selected from Ci- 8 alkyl, C2-B alkenyl, C^s alkynyl, (CH 2 ) r C 3 - Q 

cycloalkyl, CI, Br, I, F. N0 2 , CN, (CHR') r NR 15a R' l5a ' l (CHR'),OH, (CHR^OfCHR'JrRlSd, 

(CHR')rSH. (CHR')rC(0)H, (CHR') r S(CHR') r Rl5d, (CHR')rC(O)0H, 

(CHR'^OJCCHR'^RlSb (CHR') r C(0)NRl5a R 15a' ( (CHR*) r NRl5fC(0)(CHR') r Rl5b ( 

{CHR'JAOJO^HR'JrRlSd^CHR'^CCOXCHR'VRlSb (CHR') r C(=NRl5f)NRl5a R 15a' 

(CHR') r NHC(^NRl5f)NRl5f R 15f (CHR'vspjptCHR^RlSb, (CHR'^OfcNRlSaRlSa',' 

(CHR') r NRl5f$(o) 2 (CHR') r Rl5b haloalkyl, C 2 . 8 alkenyl substituted with 0-3 R*, C 2 . 8 

alkynyl substituted with 0-3 R', (CHR'Jrphenyl substituted with 0-3 Rise and a (CH 2 ) r 5-io 

membered heterocyclic system containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-2 R 1 5e ; 

R 15a and R^a', at each occurrence, are selected from H, d. 6 alkyl, C 2 _e alkenyl, C 2 . a alkynyl, a 
(CH 2 ) r C 3 _ 10 carbocyclic residue substituted with 0-5 R^e, and a (CH 2 ) r 5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected from N, O, and S. substituted with 
0-2 Rl5e ; 
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Rl5b at each occurrence, is selected from alkyl, C 2 _ 8 alkenyl, C 2 . 8 alkynyl, a (CH 2 ) r C 3 e 
carbocyclic residue substituted with 0-3 r15b and (C H 2 ) r 5-6 membered heterocyclic 
system containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-2 Ri5e ; 

RIM at each occurrence, is selected from C 2 . 8 alkenyl, C 2 . 8 alkynyl, d. 6 alkyl substituted with 0- 
3 Rise, a (CH 2 )rC3.io carbocyclic residue substituted with 0-3 R 1 5e and a (CH 2 )r5-6 
membered heterocyclic system containing 1-4 heteroatoms selected km N, O, and S, 
substituted with 0-3 Rl5e ; 

R 15e , at each occurrence, is selected from alkyl, c 2 . 8 alkenyl, C 2 . 8 alkynyl, (CH 2 ) r C 3 -6 

cycloalkyl, CI, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH^OCls alkyl, OH, SH, (CH^rSC^ alkyl 
(CH 2 ) r NRl5fRl5f and (CH 2 ) rP henyl; 

R 15f . at each occurrence, is selected from H, C1-5 alkyl, C3-6 cycloalkyl, and phenyl; 

R 16 . at each occurrence, is selected from d. 8 alkyl, C 2 -s alkenyl, C 2 - 8 alkynyl, (CH 2 )rC 3 ^ 

cycloalkyl. CI, Br. I, F. N0 2 . CN, (CHR^NRlGaRlBa', (CHR'jrOH. (CHR') r O(CHR') r Rl6d 

(CHR')rSH, (CHR') r C(0)H, (CHR'jrSCCHR'jrRlSd, (CHR'^OOH, 
(CHR')rC(0)(CHR*) r Rl6b (CHR , ) r C(0)NR 16a R' ,6a ', (CHR') r NR 16f C(0){CHR , ) r R' ,6 b > 
(CHR'JrCCOO^HR'JrRlSd^cHR'jrOCtOtCHR'VRieb (CHR')rCK=NRl6f)NRl6aRl'6a', 
(CHR') r NHC(=NRl6f)NRl6fRl6f ((CHR ' )rS(0)p(CH R- }rRl 6b t (CH'R')rS(0) 2 NRl6aRl6a'' 
(CHR')rNRl6fs(0)2(CHR') r Rl6b f haloalkyf, Cm alkenyl substituted with 0-3 R\ C 2 . 8 
alkynyl substituted with 0-3 R\ and (CHR') rP henyl substituted with 0-3 Rl6e ; 

R 1 6a and Rl6a' ( at eacn occurrence, are selected from H. C 1hB alkyl, C 2 ^ alkenyl. C 2 - 8 alkynyl, a 

(CH 2 ) r C3.io carbocyclic residue substituted with 0-5 R^e and a (CH 2 ) r -5-lO membered 

heterocyclic system containing 1-4 heteroatoms selected from N, O, and S, substituted with 
0-2 Rl6e; 

R 1 6b a t each occurrence, is selected from C^e alkyl, C 2 - 8 alkenyl, C 2 . 8 alkynyl, a (CH 2 ) r C3^ 
carbocyclic residue substituted with 0-3 R^e and Q (CH 2 )r5-6 membered heterocyclic 
system containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-2 R 16e ; 

R 16d , at each occurrence, is selected from C 2 . 8 alkenyl, C 2 ^ alkynyl, Ci. e alkyl substituted with 0- 
3 R 1 6e r a (CH 2 ) r C3_io carbocyclic residue substituted with 0-3 R 16e , and a (CH 2 ) r 5-6 

.7. 
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membered heterocyclic system containing 1-4 heteroatoms selected from N, O and S 
substituted with 0-3 R 1fi e; 

R 1 6e, at each occurrence, is selected from alkyl, C 2 . 8 alkenyl, C 2 . 8 alkynyi, (CH 2 ) r C 3 6 

cycloalkyl, CI, F, Br, I, CN, N0 2 , (CF 2 ) r CF 3 , (CH 2)r OC^ alkyl, OH, SH, (CH 2)r S Cl .5 alkyl 
<CH 2)r NRl6fRl6f and (CH 2 ) r phenyl; 5 ™ 

RW, at each occurrence, is selected from H, Cm alkyl, and C 3 _ 6 cycloalkyl, and phenyl; 

v is selected from 0, 1, and 2; 

t is selected from 1 and 2; 

w is selected from 0 and 1 ; 

r is selected from 0, 1 , 2, 3, 4, and 5; 

q is selected from 1, 2, 3, 4, and 5; and 

p is selected from 1, 2, and 3. 

2. (PREVIOUSLY PRESENTED) The compound according to Claim 1 , wherein: 

2 , 

R is selected from H and C« alkyl; 

R6 at each occurrence, is selected from C^ alkyl, C 2 * alkenyl, C 2 _e alkynyi, {CH2K*-e 

cycloalkyl, (CF 2 ) f CF 3 , CN, (CH 2 )rOH, (CH 2 )|OR eb , (CH 2 ) r C{0)R6b, (CH 2 ) r C(0)NR6aR6a', 
(CH 2 ) r NR6d C (0)R6a, and (CH 2 )tphenyl substituted with 0-3 R6c; 

R6a and R 6a ', at each occurrence, are selected from H, C-j, 6 

alkyl, C 3 -6 cycloalkyl, and phenyl substituted with 0-3 R6c ; 

R®>, at each occurrence, is selected from Ci_e alkyl, C 3 .6 
cycloalkyl, and phenyl substituted with 0-3 R6c ; 

-8- 
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R6c at each occurrence, is selected from alkyl, C 3 . 6 cycloalkyl, CI, F, Br. 1, CN, N0 2 . 
(CF 2 )rCF3, (CH 2 ) r OCi- 5 alkyl, (CH 2 ) r OH ( (CH 2 ) r Sd_ 5 alkyl, and (CH 2 ) r NR6d R 6d ; ' 

R6d at each occurrence, is selected from H, Ci-e alkyl, and C 3 . 6 cycloalkyl; 

R 7 , is selected from H, Ci-3 alkyl, (CH 2 ) r C 3 -6 cycloalkyl, (CH 2 ) q OH, (CH 2 ) q OR7d, 

(CH 2 ) q NR7aR7a' ( (CH 2 ) r C(0)R7b ) (CH 2 ) r C(0)NR7a R 7a' i (CH 2 ) q NR7ac(0)R7a > Cl . 6 
haloalkyl, (CH 2 ) r phenyl with 0-2 r7c ; 

R7a and rTV at each occurrence, are selected from H, <H+ alkyl, (C^)^ cycloalkyl, a 
(CH 2 ) r phenyl substituted with 0-3 R 7 e ; 

R 7b , at each occurrence, is selected from d-e alkyl, C 2 . 8 alkenyJ, C 2 . 8 alkynyl, (CH 2 ) r C 3 . 6 
cycloalkyl, (CH 2 ) r phenyl substituted with 0-3 R 7e ; 

R*>, at each occurrence, is selected from d_4 aikyi, C 2 . 8 alkenyf, C 2 ^ alkynyl. (CH 2 ) r C 3 -6 

cycloalkyl, CI. Br, I, F, (CF 2 ) r CF 3 , N0 2 , CN, (CH 2 ) r NR7f R 7f (CH 2 ) r OH, (CH 2 ) r OC^ alkyl 
(CH 2 ) r C(0)R7b, (CH 2 ) r C(0)NR7f R 7f <CH 2 ) r NR7fC(0)R7a (CH 2 ) r S{0)p R 7b i 
(CH 2 )rS(0) 2 NR7fR7f <CH 2 ) r NR7f S <0) 2 R7b and (CH 2 )rf>henyl substituted with 0-2 R7e ; 

R7d at each occurrence, is selected from d-8 alkyl, (CH 2 } r C 3 -6 cycloalkyl, (CH 2 ) r phenyl 
substituted with 0-3 R7e ; 

R7e, at each occurrence, is selected from d_ 6 alkyl, C 2 ^ alkenyl. C 2 , 8 alkynyl, C 3 . 6 cycloalkyl, CI, 
F, Br, I, CN. N0 2 , (CF 2 )rCF 3l (CH 2 )rOd. 5 alkyl, OH, SH. (CH 2 ) r Sd.s alkyl, 
(CH 2 ) r NR7fR7f and (CH 2 ) r phenyl; 

R 7f , at each occurrence, is selected from H, d. 5 alkyl, and C 3 _ 6 cycloalkyl; 
R 8 is H or Joins with R7 to form =N R 8b ; 

R 13 , at each occurrence, is selected from d-4 alkyl, C 3 ^ cycloalkyl, (CH 2 )NRi3a R i3a' t (CH 2 )OH, 
(CH 2 )ORl3b (CH^C^JRlSb (CH^CfOJNR^aRlSa', (CH 2 )N R 13dC(0) R 13a. 
(CHz^fOfeNRlSaRlSa', (CH 2 )NRl3d S ( 0 ) 2 Rl3b and (CHzJw-phenyl substituted with 0-3 

R13C; 
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R 13a and R w at each OCCUrrencei are Se|ected ^ H ^ ^ ^ gnd pheny| 

substituted with 0-3 R 1 3c ; 

R 13b , at each occurrence, is selected from C-|_ 6 alkyl, C 3 _6 
cycloalkyl, and phenyl substituted with 0-3 Rl3c ; 

R13c, a t each occurrence, is selected from d. 6 alkyl, C 3 - 6 cycloalkyl, CI, F, Br. I, CN, NO2, 
(CF 2 ) r CF 3 , (CH 2 )rOC^ alkyl, (CH 2 )rOH, and (CH 2 ) r NRl3d R 13d ; 

R 13d , at each occurrence, is selected from H, C^e alkyl, and cycloalkyl; 

v is selected from 1 and 2; 

q is selected from 1, 2, and 3; and 

r is selected from 0, 1 , 2, and 3. 

3. (ORIGINAL) The compound according to Claim 2, wherein: 

R 3 is selected from a (CR 3 'H) r carbocyclic residue substituted with 0-5 R15 wherein the 

carbocycllc residue is selected from phenyl, C 3 ^ cycloalkyl, naphthyl. and adamantyl; and a 
(CR 3 'H) r heterocyclic system substituted with 0-3 R15 wherein the heterocyclic system is 
selected from pyridinyl, thiophenyl, furanyl, indazolyl, benzothiazolyl, benzimidazolyl, 
benzothiophenyl, benzofuranyl, benzoxazolyl, benzisoxazolyl, quinollnyl, isoquinolinyl, 
imidazolyt, indolyl, isoindolyl, piperidinyl, pyrrazolyl, 1 ,2,4-triazolyl, 1 ,2,3-triazolyl, tetrazolyl. 
thiazolyl, oxazolyl, pyrazinyl, and pyrimldinyl; and 

R s is selected from (CR5'H) t -phenyl substituted with 0-5 R16; and a (CRS'H^heterocyclic system 
substituted with 0-3 R™ wherein the heterocyclic system is selected from pyridinyl, 
thiophenyl, furanyl, indazolyl, benzothiazolyl, benzimidazolyl, benzothiophenyl, 
benzofuranyl, benzoxazolyl, benzisoxazolyl, quinollnyl, Isoquinolinyl, imidazolyl, indolyl, 
Isoindolyl, piperidinyl, pyrrazolyl, 1 ,2,4-triazolyl, 1 ,2,3-triazolyl, tetrazolyl, thiazolyl, oxazolyl, 
pyrazinyl, and pyrimidinyl. 
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4. (CANCELED) 

5. (PREVIOUSLY PRESENTED) The compound according to Claim 3. wherein the 

R16, at each occurrence, is selected from Cm alky!. (CH 2 ) r C 3 , 6 cydoalkyl, CF 3 , CI, Br, I F 

(CH 2 ) r NRl6 aR 16a' r N02> CN, OH, (CH 2 ) r OR** (CH 2 ),C(0)Rl6b (CH 2 )rC(0)NRiea R 16a' 
(CH^NRlBfCfOjRieb, (CH 2 )rS(0)p R 16b (CHz^ObNRieaRiea', 
(CH^NRiSfsfOhRieb, and (CH 2 ) r phenyl substituted with 0-3 R™* 

R 16a and Rlea', at each occurrencei gre SeIected ^ m H c ^ a(kyJ> 6 cydoa , ky|i an(j 
(CH 2 )rpheny| substituted with 0-3 R 16 e- 

R«"\ a t each occurrence, is selected from H, C^ alkyl, Ca-e cydoalkyl, and (CH^henyJ 
substituted with 0-3 Rl6e ; 

R 16d , at each occurrence, is selected from C^ alkyl and phenyl; 

R 1 6e at each occurrence, is selected from C^ alkyl. CI, F, Br, I, CN, N0 2 , (CF 2 )rCF 3 , OH, and 
(CH 2 ),OCi.5 alkyl; and 

R 16f , at each occurrence, is selected from H, and C1-5 alkyl. 

6. (ORIGINAL) The compound according to Claim 5, wherein R 5 
is CH 2 -phenyl substituted with 0-3 R 1( >. 

7. (ORIGINAL) The compound according to Claim 6, wherein: 

R 3 is selected from a carbocyclic residue substituted with 0-3 Ris t 
wherein the carbocyclic residue is selected from phenyl and 
C3-6 cydoalkyl; and a heterocyclic system substituted with 0-3 
R 15 , wherein the heterocyclic system is selected from 
pyridinyl, thiophenyl, furanyl, indazolyl, benzothiazolyl, 
benzimidazolyl , benzothiophenyl , benzof uranyl , benzoxazolyl , 
benzisoxazolyl, quinolinyl, isoquinolinyl, imidazolyl, 
indolyl, isoindolyl, piperidinyl, pyrrazolyl, 1,2,4-triazolyl 
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1,2,3-triazolyl, tetrazolyl, thiazolyl, oxazolyl, pyrazinyl, 
and pyritnidinyl. 

8. (ORIGINAL) The compound according to Claim 7, wherein: 

R 15 . at each occurrence, is selected from c M alkyl, (CHz)^ cycloalkyl, CF 3 . CI, Br. I, F 

(CH 2 ) r NRlSa R 15a' i N Q 2t CN. OH, (CH 2 )rORl5d (CH 2 ) r C(0)Rl5b (CH 2 )rC(0)NRl5a R 15a' 
(CH 2 ) r NRl5f C (0)Rl5b {C H 2)r S(o) p Rl5b (CH2)rS{0)2NRl5aRl 5 a . r 
(CH 2 ) r NRi5fs(0) 2 Ri5b ( (CHjOrprienyl substituted with 0-3 R15« and a (CH 2 ) r 5-6 
membered heterocyclic system containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-2 R 15e ; 

R 15a and R 15a' ( at each occurrencei are se|ected from H ^ ^ ^ cycJoa||tyJ and 
(CH 2 )rPhenyl substituted with 0-3 Rl5e; 

R 15t >. at each occurrence, is selected from H, alkyl, C 3 . 6 cycloalkyl, and (CH 2 ) r phenyl 
substituted with 0-3 R 15e ; 

R 15d , at each occurrence, is selected from Ci-e alkyl and phenyl; 

R 15e . at each occurrence, is selected from C-|. 6 alkyl, CI, F, Br, I, CN, N0 2 , (CF 2 )rCF 3 , OH, and 
(CH 2 )rOCi.5 alkyl; and 

R 15f , at each occurrence, is selected from H, and C3.-5 alkyl. 

9. (ORIGINAL) The compound according to Claim 8, wherein E is 
-CR'R 8 -. 

10. (ORIGINAL) The compound according to Claim 9, wherein: 

2 is selected from C(0)NR2r3, C(=NR1)NR2r3, C(=CHCN)NR2r3 C(=CHN0 2 )N R 2r3 and 
C(=C(CN) 2 )NR2r3. 

1 1 . (ORIGINAL) The compound according to Claim 10. wherein: 
R 6 is H; and 

when K is CHR 5 , either: 

-12- 
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1) Mis absent, or 

2) 2 is other than C(0)NR2r3. 



12. (ORIGINAL) The compound according to Claim 1 1, wherein E is 

-CH 2 -. 

13. (PREVIOUSLY PRESENTED) The compound according to Claim 11, wherein: 



14. (PREVIOUSLY PRESENTED) The compound according to Claim 13. wherein: 



15. (ORIGINAL) The compound according to Claim 11, wherein: 
R 16 , at each occurrence, is selected from Ci_e alkyl, (CH 2 ) r C3_ 6 cycloalkyl, CF 3 , CI, Br, I, F, 
(CH 2 )rNRl6 aR 16a' > CN( 0Hi OC p 3> (CH2)r ORl6d r (CH 2 )rC(0)Rl6b. 

R 1 <5a a nd Rl6a\ at eacn occurrencef are ©elected from H, C^ 6 alkyl, and C3.6 cycloalkyl; 

R 16b , at each occurrence, is selected from H, C^e aikyl. C 3 ^ cycloalkyl, and (CH 2 ) r phenyl 
substituted with 0-3 R 18 ©; 

Rl6d ( at eacn occurrence, is selected from Ci_g alkyl and phenyl. 



Y is selected from: 




Y is selected from: 




R 10 R11 
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16. (ORIGINAL) The compound according to Claim 15, wherein R 16 fs selected from F CI 
Br, OCF 3 , and CF 3 . 

17. (ORIGINAL) The compound according to Claim 11, wherein: 

R 15 , at each occurrence, is selected from CN,C(0)Ri5b and a (C H 2 ) r 5-6 membered heterocyclic 
system containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-2 R^e,- 

Rl5b a t each occurrence, is selected from H, C^ alkyl, C 3 . 6 cycloalkyl, and (CH 2 )rPhenyl 
substituted with 0-3 R 15e ; and 

Rise, at eac h occurrence, is selected from Cm alkyl, CI, F, Br, I, CN, N0 2 , (CF;,)^, OH, and 
(CH 2 )rOCi.5 alkyl. 

18. (ORIGINAL) The compound according to Claim 15, wherein: 

R« at each occurrence, is selected from CN, C(0)Rl5b and a (C H 2 ) r 5^ membered heterocyclic 
system containing 1-4 heteroatoms selected from N, O, and S, substituted with 0-2 Rl5e ; 

R 15b . at each occurrence, is selected from Cm alkyl, C 3 ^ cycloalkyl, and (CH 2 ) r phenyl substituted 
with 0-3 R 1 5e ; an d 

Rise a t each occurrence, is selected from Cm alkyl, CI, F, Br, I, CN, N0 2t (CF^Fa, OH, and 
(CH 2 ),OCm alkyl. 

19. (ORIGINAL) The compound according to Claim 11, wherein: 

J and Q are CH 2 ; and 
M is absent or CH 2 . 

20. (PREVIOUSLY PRESENTED) The compound according to Claim 15. wherein: 
E is -CH 2 -; and 

Yis 



- 14- 
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R10 R11 

R 9 4— (-R 12 



R 10 >— f-R 11 
' R* R 12 



. (PREVIOUSLY PRESENTED) The compound according to Claim 17, wherein: 



22. (CURRENTLY AMENDED) The compound according to Claim 19, wherein: 



23. (CANCELED) 

24. (ORIGINAL) The compound according to Claim 22, wherein K is CH 2 . 

25. (CANCELED) 

26. (ORIGINAL) The compound according to Claim 1, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C(=C(CN)2)NR 2 R 3 . 

27. (ORIGINAL) The compound according to Claim 2, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C(=C(CN) 2 )NR 2 R 3 . 

28. (PREVIOUSLY PRESENTED) The compound according to Claim 5, wherein: 



E is -CH2-; and 
Yis 




Yis: 




R10 R11 
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Z is selected from C^NR'JNR^ 3 and C(=C(CN)2)NR 2 R 3 . 

29. (ORIGINAL) The compound according to Claim 7, wherein: 
Z is selected from C^NR^N^R 3 and C^CfCNkJNR 2 ^. 

30. (ORIGINAL) The compound according to Claim 13, wherein: 
Z is selected from C(=NR 1 )NR 2 R 3 and C(=C(CN) 2 )NR 2 R 3 . 

31 . (ORIGINAL) The compound according to Claim 22, wherein: 
Z is selected from C(=NCN)NR 2 R 3 and C(=C(CN) 2 )NR 2 R 3 . 

32. (CANCELED) 

33. (ORIGINAL) The compound according to Claim 24, wherein: 

Z is selected from C(=NCN)NHR 3 and C(=C(CN>2)NHR 3 ; and R 18 is selected from F, CI, Br, OCF 3 , 
and CF 3 . 

34. (CANCELED) 

35. (ORIGINAL) The compound according to Claim 14, wherein: 
Z is selected from C(=NCN)NR 2 R 3 and C(=C(CN) 2 )NR2r 3 . 

36. (ORIGINAL) The compound according to Claim 11, wherein R3 is phenyl substituted 
with 0-3 R15. 



37. (ORIGINAL) The compound according to Claim 14, wherein R 3 is phenyl substituted 
with 0-3 R 1 S. 



38. (ORIGINAL) The compound according to Claim 17, wherein R 3 is phenyl substituted 
with 0-3 R15. 

39. (ORIGINAL) The compound according to Claim 14, wherein: 
R 3 is phenyl substituted with 0-3 R15; 

Z is selected from C(=NR 1 )NR 2 R 3 and C(=C(CN) a )NR 2 R 3 ; 
J and Q are CH 2 ; and 

-16- 
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M is absent or CH 2 . 

40. (PREVIOUSLY PRESENTED) The compound according to Claim 1, wherein the 
compound of formula I is selected from: 

(+/-)-N-phenyl-3-[[4-(phenylme^ 

(+/^-N-(3-methoxyphenyl)-3-a4-(phenylmethyl)-1-piperidiny0methylJ-l.pip e ridinecarboxamide^ 
(+/->N^arboethoxypheny|)-3-£^ 

{+/-)-N-(3^yanophenyl)-3-[[4-(phenylmethyl)-1.piperidinyGmethyl]-1-piperidinecarboxamide f 

(+A)-N-(1-adamanty|>3-l[4^phenylmethyl)-1-.piperidinyl]methyl]-1-piperidinecarboxamide, 

N-phenyl-4-[[4-(phenylmethyJ)-1-piperidiny|]methyri-1-piperidinecarboxamide, 

N^S^anophenyO^p^phenylmethyO-l-piperidinyllmethyq-l^iperidinecaitoxarnide, 

N -( 1 - adamant y | H-t[4-(phenylmethyI)-1-piperidinyl]methyl3-1-piperidinecarboxamide, 

N-(3-methoxyphenylH^4-(phenylmethyl)-1-piperidiny|]methy|J-1-piperidinecarboxamide, 

N-fS-rarboethoxyphenylH-tt^CphenylmethylJ-l-piperidinyymethyll-l-piperldinecarboxamide, 

1-benzoyl-4-[[4-(phenylmethyl)-1-piperidinyl]methyr] piperidine, 

1-phenylacetyi^-[[4^(phenylmethyl)-1-piperidinyrjmethyl]piperidine. 

1-(3,4-dimethoxybenzoyl)-4-I[4-(phenylmethyl)-t-piperidinyl] methyljpiperidine, 

1 ^3\5Kliehferobenzoyl)-4-[[4Kphenylmethyl)-1 -piperidinyl] methyljpiperidine, 

1 -(3,5-difluoroben2oyl)-4-[l4-(phenylmethyl)-1 -piperidinyl] methyljpiperidine, 

-17- 

PAGE 18X26 * RCVD AT 5111/2006 11:25:47 AM (Eastern Daylight Time) * SVR:USPT0-EFXRMI7 * DNIS:2738300 * CSID:6092524526 1 DURATION (mm-ss):0546 



'MAY. 1 1. 2006 1 1:29AM 8MS PATENT OEPT NO. 2694 P. 19' 

PH7054 DIV2 
USSN 10/809.772 
Amendment 

1-(3>dimethoxybenzoyl)^[[4-(phenylmethyl)-l-piperidinylJmethynpiperidine, 

1-(3.4-methylenedioxybenzoylH-[t4-(phenylmethyl)-1.piperidinyl]methyl]piperfdine, 
1-(2-thiophenesulfonylM-n(4-^^ 

1-(3-methoxyphenyla^tyl)^[4-(pheny]methyl)-1-piperidinyl]methyl]piperidine. 
1-(4.methoxyphenylacetyl)^[[4-{phenylmethyl>1-piperidinyl] methyl]piperidine, 

( + ^). N -pheny|.3^4-[(4-fluorophenyl)methyl^^piperidinyl]methy|^1^iperidinecartoxamide ( 

(+/-)-N^3-cyanophenyl>3-K4-[(4-fluorophenyl)methyl]-1-piperidinyl]methyl]-1- 
piperidinecarboxamide, 

(+/.).N-(1-adamantylphenyl)-3-I[4-I(4-fluorophenyl)methyI]-1-piperidinyQmethyl]-^ 
piperidinecarboxamide, 

( + /*N-(3-rarboethoxypheny|)-3-[[^ 
piperidinecarboxam ide, 

(+A)-N-(4-fluorophenyl)-3-[[4-t(4-fluorophenyl)methy|]-l-pi P eridinyI]methy^1^ 
piperidinecarboxamide, 

(+/-^N-(3-methoxyphenyl)-3-tl4-^ 
piperidinecarboxamide, 

( + /*N-(3-cyanophenyl)-3-[r4-[(4^^ 

W-N-(3-carboethoxypheny|)-3-[[^^^ 
piperidinecarboxam Ide, 

(+/-)-N-(4-carboethoxyphenyl)-3-I^ 
piperidinecarboxamide, 

-18- 
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(+/-W4-fluoropheny!)^ 

(+/-)^-(1-adamantyfphenyl)-3-[I4-[(4-fluorophenyl)rTiethyQ-1-piperidinyl]ethyl]-1- 
piperidinecarboxamide, 

(+/-)-N-phenyl-3-n4~[(4-fl^ 

(+/-)-N-(3-methoxyphenyl)-3-[[4-[(4"fIuorophenyl)methylI-1.piperidiny|)ethy^l. 
piperidinecarboxamide, 

< + ^M-phenylsulfonyi~3-[[4-[^^ 

{+/-M-benzoy|.3.[[4-[(4-fIuorophenyl)methyQ-1-piperidinyn ethyq-1 -piperidinecarboxamide, 

(+/-)-1H3enzyloxycarbonyl-3-p-[(4-fluor D phenyl)methyl]-1-piperidinyl]ethylI-^ 
• piperidinecarboxamide, 

4(+/.)_N^4-fIuorophenyl).3-Q4-[(4-fIuorophenyl)methyl]-lH3iperidinyl]methylJ-1- 
piperidinecarboxamide, 

(+/-)-N-pbenyl-2-[I4-[(4-fluorophenyl)methy|]-l.piperidinyl] ethyl]-1 -piperidinecarboxamide, 
(+/-W3-cyarK>phenyl)-2-[[44(4^ 

(+/-)-N-(3-methoxyphenyl)-2-[[4-[(4-fIuorophenyl)methyl>1-piperidinyI]ethyl]-1- 
piperidinecarboxamide, 

( + /.).N-(4-fluorophenyl)-2^4-[(4-fIuoropheny|)methyl]-l.piperidinyl]ethyl]-1-plperid 

(+/->N^3-carboethoxypheny|)-2-[[4^[(4-fIuoropheny|)methyl]-1-piperidinyi]ethylh 
piperidinecarboxamide, 

(W-)-NK4-carboethoxyphenyl)^ 
piperidinecarboxamide. 

- 19 - 
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{+A)-NK1-adamantylphenyl)-2-a4-[(4-fluorophenyl)methyl]-l-piperidinyl]ethyl]-v 
piperidinecarboxamide, 



(+/->-N-phenyl-2-a4-[(4^uorophenyl)rnefhy}]..1^i P eridinyI] methyl]-1-piperidinecart>oxamidi 

(+/-)-N-(3-cyanophenyl)-2-tt4-[(4-fluorophenyI)methyl]-1-piperidinyl]methy|]-l. 
piperidinecarboxamide, 



(+A)-N-(3-methoxyphenyl)-2-[{4-[(4-fluorophenyl)methyl>1-piperidinyO 
piperidinecarboxamide, 



(+/-)-NK4-fluorophenyl)-2-[[4-[<4^ 
piperidinecarboxamide, 



( + /-)-N-<3-carboethoxypheny|)-2-[^ 
piperidinecarboxamide, 



(+/-)-N-(4~carbcw3moxyphenyl)-2-[[4^^ 
piperidinecarboxamide, 



(+/-)-N-(1-adamantylphenyl>2-[[4-[(4-fluorophenyl)methyl]-1-piperidinyl]methyl]-1- 
piperidinecarboxamide, 



(+/-)-N-(3-cyanophenyl)-3-[[4-[(4-fluorophenyf)methy0-1-piperidinyl]methy0-3-h 
piperidinecarboxamide, 



(+/0-N-(3-carboethoxyphenyl)-3-[^ 
piperidinecarboxamide, 



( + /-hN-<4-carboewoxypheny|)-3-^ 
piperidinecarboxamide, 



(+/-)-N-(4-fluorophenyl)-3-[[4-[^ 
piperidinecarboxamide, 
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(+/-)-N-pheny[-3-[[4-[(4-fluoropheny|)methyl]-1-piperidiny|]methylh3-hydroxy-1- 
piperidinecarboxamide, 

( + /-W3-methaxyphenyl)-^^ 
piperidinecarboxamide, 

(+/0-N-{3-tyanophenyI).3-[[4-[(4-fluorophenyl)methyQ-1-piperidinyl]methy!]-3-^ 
piperidine-carboxamide, 

( + /.)_ N _(4_f| UOr0phen y, > 3_ tt4 _ [(4 . fluorophen ^ )methyn _ 1 p . p ^ 

piperidine-carboxamide, 

{+/-)-N-phenyl-3-[[4-[(4-fluoropheny|)methyl]-1 -plperidinyl] methylJ-3-phenylmethyM - 
piperidinecarboxamide, 

(+/-)-N-(3-methoxypheny[)-3-[[4-[(4-fluorophenyl)methy0-1-piperidinyQmethyl]-^ 
piperidine-carboxamide, 

(+/-Hcis)-N-(3<;yanopbeny|)-3W^ 
piperidine-carboxamide, 

(+/-)-(cis)-N'(3-carboethoxyphenyl)-3-[[4-[{4-fIuorophenyl) methyl]-1-piperidinyl]methyl]-2- 
phenylmethyl-1 -piperidinecarboxamide, 

(+/-)-(cis)-N-(4-carboethoxyphenyl)-3-[[4-[(4-fluorophenyl) methyl]- 1-piperidinylJmethyl]-2- 
phenylmethyl-1-piperidinecarboxamide, 

(+/-)-(cis)-N-(4-fluorophenyl)-3-[[4-[(4-fluorophenyi) methyl]-1-piperidinyljmethyl>2-phenylmethyl-1- 
piperidine carboxamide, 

( + /-Mcis)-N-phenyl-3-rj4-^ 
carboxamide, 

(+/-Hcis)-N-(3-methoxyphenyl)-3-[[4-K4-fluorophenyl) methyQ-1-piperidinyl]methyf]-2-phenylmethy|- 
1 -piperidinecarboxamide, 
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( + /-Mtrans)-NK3^anop^ 
1 -piperidinecarboxamide. 

( + /-Ktrans)-N-(3-carboethoxyphenyl)-3-^^^ 
phenylmethyl-1 -piperidinecarboxamide, 

(+/-)-(trans)-N.(4-carboethoxyphenyl)-3-I[4-[(4-fluorophenyl) methy]M-piperidinyl]methyI]-2- 
phenylmethyH -piperidinecarboxamide, 

(+/-Htrans)-N-(4-fluorophenyl)-3-([4-[(4-fluorophenyl)methylh1-pip e ridinylIme^ 
1 -piperidinecarboxamide. 

(+/-)-(trans)-N-pheny!-3-[t4-[(4^ 
piperidine carboxamide, 

(+/-)-(trans)-N-(3^methoxyphenyl)^3-[[4-[(4-fluorophenyl) methyl]-l-piperidinylJmethyl]-2- 
phenyimethyf-1-piperidinecarboxamide, 

(+/->(trans)-N-{3-acety|phenyl>3-r[4-[(4-fluorophenyl) methyIH-piperidinyl]methy(]-2-phenylmethyl- 
1 -piperidinecarboxamide, 

3-{[3^4-fluorobenzyl)-1-pyrroiidinyl]methyl}-W-phenyl-1-piperidinecarboxamide, 
N-<3^anophenyl)-3-{[3-(4-fluorobenzy^ 

/^(3-acetylphenyl)-3-{[3-(4-fIuorabenzyl)-1-pyrrolidinynmethy^1-piperidinecarboxamW 
3-{[(3S)-3-(4-fluorobenzyl)piperidinyl]methyl}- W-phenyl-1-piperidinecarboxamide, 

/V-{3-<5yanophenyl)-3-{[(3S)-3-(4-fluoroben2yl)piperidinyl]methylK1-piperidlnecarboxa and 
W-(3-acetylphenyl)-3^[(3S)-3-(4-fluor^^ 
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41. (ORIGINAL) A pharmaceutical composition comprising a 
pharmaceutical^ acceptable carrier and a therapeutically effective 
amount of a compound according to Claim 1. 

42. (ORIGINAL) A pharmaceutical composition comprising a 
pharmaceutical^ acceptable carrier and a therapeutically effective 
amount of a compound according to Claim 11. 

43. - 47. (CANCELED) 

48. (PREVIOUSLY PRESENTED) A method of treating disorders comprising administering 
to a patient in need thereof a therapeutically effect amount of a compound according to claim 1, 
wherein the disorder is selected from asthma, allergic rhinitis, atopic dermatitis, inflammatory bowel 
diseases, idiopathic pulmonary fibrosis, bullous pemphigoid, helminthic parasitic infections, allergic 
colitis, eczema, conjunctivitis, transplantation, familial eosinophilia, eosinophilic cellulitis, 
eosinophilic pneumonias, eosinophilic fasciitis, eosinophilic gastroenteritis, drug induced 
eosinophilia, HIV infection, cystic fibrosis, Churg-Strauss syndrome, lymphoma, Hodgkin's disease, 
and colonic carcinoma. 



49: (ORIGINAL) The method according to Claim 48, wherein the disorder is selected from 
asthma, allergic rhinitis, atopic dermatitis, and inflammatory bowel diseases. 

50. (ORIGINAL) The method according to Claim 49, wherein the disorder is asthma. 

51. (PREVIOUSLY PRESENTED) A method of treating disorders comprising administering 
to a patient in need thereof a therapeutically effect amount of a compound according to claim 11, 
wherein the disorder is selected from asthma, allergic rhinitis, atopic dermatitis, inflammatory bowel 
diseases, idiopathic pulmonary fibrosis, bullous pemphigoid, helminthic parasitic infections, allergic 
colitis, eczema, conjunctivitis, transplantation, familial eosinophilia, eosinophilic cellulitis, 
eosinophilic pneumonias, eosinophilic fasciitis, eosinophilic gastroenteritis, drug induced 
eosinophilia, HIV infection, cystic fibrosis, Churg-Strauss syndrome, lymphoma. Hodgkin's disease, 
and colonic carcinoma. 
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52. (PREVIOUSLY PRESENTED) The method according to Claim 51 
wherein the disorder is selected from asthma, allergic rhinitis, 
atopic dermatitis, and inflammatory bowel diseases. 

53. (PREVIOUSLY PRESENTED) The method according to Claim 52 
wherein the disorder is asthma. 
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